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Oppodtron df Eqvironmental Defense and Keep Antibiotics Working to 
Motions for Stay of Effe&e D&J of Withdrawal of Approval for Use of 

Enrofloxacin (Baytril) in Poultry (FDA Docket No. OON-1571). 

Environmental Defense, on behalf of itself and other members of the Keep Antibiorics 
Working coalition,’ opposes the motions to stay the effective date of the Final Decision 
and Order issuod by the Commissioner on July 28,200s pending judicial review. That 
Dccisi.on withdraws approval for use in poultry of enrofloxacin, a fluoroquinoline 
antibiotic sold under the uadc name BaytGl. Three such motions have been filed: one by 
Bayer Corp., the sole producrr of the Baytril; a second by the Animal Health Instimrc 
(AM), a trade association representing Bayer and other manufacturers of animal drugs; 
and a third by the American College of Poultry VeterimSans and similar organizations 
(hereinafter referred to jointly as ACPV). Bayer makes no substantive arguments in its 
petition, but instead merely joins in those raised in the ACPV petition. Bayer’s P:tition 
also stares that Bayer “commits” to keep markcring Baytril for poultry use if the stay is 
granted (Bayer petition at 2). 

Under FDA regulations, before issuing a stay the Commissioner must conclude That four 
distinct criteria are met: (i) rhe petitioner will suffer irreparable injury absent a st?r, (ii) 
appeal is not ftivobus and is sought in good faith; (iii) there are sound public policy 
grounds supporting the stay, and (iv) delay is not outweighed by public health 
considerations. As demonstrated below, rune of these factors is met. Because we believe 
that public health considerations should be the starting point for this analysis - as they 
are under the Food Drug and Cosmetic Act - we address the final criterion first. 

1. The Delav Rc&ine from the Stav WiII Be Outweirrhed bv Public Health or 
Qrhcr Public Interests 

Even XACPV, AHI, and Bayer could succcssf&lly meet the other three 
requirements for issuance of a stay (though as demonstrated below rhey cannot), 
the sry should nonetheless be denied in light of the significant public hcalrh 
consequences of fluoroquinolone rcsisrance, together wirh the fact that continued 
use of Baytril promores development and spread of fluoroquinolone-resistant 
bacteria. As explained below, consequences of resistance include not only 
decreased eff’ctivcncss of fluoroquinolones for treating C~~mpylo&zr~e~, but also 
increased virulcncc in CampVlobacfe7 (and probably in other bacteria exposed to 

’ Keep Antibiotics Working (LUV) is a coalition of he&h., consumer, agkul+ cnvironmcnrsl, 
humane and other advocaq groups with a joinr membership of more than nine million members. KAW 
seeks to reduce the growing public health &cat of antibiotic rcsistancc by cumailing improper USC of 
antibiotics, particularly in animal agriculrure. (KAW is supportive of efforts m curtail misuse of antibiotics 
in human mcdicinc but fkuscs its work primarily in agricultural antibiotics bccausc few other orgmization5 

, do so.) Even prior to FDA’s issuance of rhc Notice of Opportunity for Hearing in October 2000, KAW 
and irs mcmbcrs have acrkly soughe co have FDA withdraw approval for u5c of fluoroquinolencs in 
poultry. 
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fluoroquinolones as a result of their use in poultry). Although resistance affects 
only those CQm+y&zcm-infected patients who undcrgo andbiotic rrcament, 
increased virulence af3ects rzllpersons infected by the resistant bacteria. 

The relationship berwecn resistance and increased virulence is described in detail 
by FDA’s parent agency, the Department of He&b and Human’Setices, in 
offici:sl comments on a 2004 report by the Govcrnmcnc Account&&~ Office:’ 

Recent studies have demonstrated rhar antimicrobial resistance among foodbome 
bacteria, primarily Salmonella and Campylobarter, may cause prolonged duration of 
illness, and increased rarea ofbacteremia, hospitalization, and death. . . _ 

Several Campyfobacter case-conuol srudics in the United States and Denmark 
have demonstrared a relationship between quinolone resistance and prolonged 
duration of illness. GAO does mention the Smith et QZ. study in Minnesotd’, but 
them art scvccal others that GAO ignores. In a 19961997 study in Denmark, 
Neimann et a1. found rhat among Cumpylobactrr cases treated with 
fluoroquinoloncs or other antibiotics, the.median duration of iuncss was I4 days in 
patients infected with ciprafaxacin-resint strains compared to 9 days in pa?ients 
with ssrruf@ibk iFoLfe5.” 

Nelson er’ nZ. conducted a multistare cast-control study of sporadic Cumpy!obacter 
cases in the Unircd Scatcs in 1998 and 1999.” Among patients who did not rake 
anridiarrheal medications, paricnts with ciprofloxacin-resistant infections had a 
longer mean duration of diarrhea than those with ciprofloxacin-susceptible 
infections (9 vs. 7 days, p=O.O4). The diff erence in mean duration of diarrhea 
between ciprofloxacin-resistant and ciprofloxacin-susceptible infections was even 
more pronounced among persons who did nor rake anridiarrheals or 
antimicrobials (12 vs. 6 days, p=O.O4), suggesting that resistant Campyiodcczer may 
bc more vir&nt than susceptible strains. In a multivariate model controlling for 
anrimicrobial, anticliarrheal, and antacid use, &AL mean duratian ofdiahea ‘UIAF 
longerfwpaticnts w&b +oj?oxQcin-re$in~ inz&ons than for patients with 
susceptible infections (p-0.01) and the effect was independent of foreign travel” 

A recently complcred study in Denmark evaluated the relationship bctwccn 
resistance in Campylobacter and increases in both bacteremia and mom&q. 
Among patients with culture-confirmed campylobacteriosis from 1995 to 2000, 
fbose wit~~~o7oquinoZane-res~ta~t or eytbromych-resltnnt Cam~yZobacter 

-- 
’ U.S. Govcrnm& Accountability Office, Antibiotic Resistance: Federal Agencies Need co Better Focus 
Efforrs to Address Risk to Humam from Antibiotic USC in Animals (report no. GAO-O4-490). AvaiLable 

(acccascd Sept. VI, 2005) (emphases added). 
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infecertions were more Zikdy to halve a bloodrfream infecfion or die in the 90 days 
following specimen collection than those with susccptiblc infections.’ 

ACPV’s argument that public he&h will be unaffected during judicial review is 
unpersuasive. ACPV states that the Final Decision “notes that the actual incidence of 
infections from such resistant Cum~ylobactr7 has decreased” since FDA approved 
enrofloxacin (ACPV petition at 12, without citation to the Decision). But in actuality, 
rhe Decision states just the opposite: “The proportion of CampyZobacfe7 infections that is 
resistant ro fluoroquinolones has inc-reudsig+cu~tly since the use of enrofloxacin was 
approved in the United States” (Decision at 120 (emphasis added)). 

Indeed, the increase has been so significant that the rota1 number of fluoroquinolane- . 
resimnt Cmpyhbacm infections rose rven though the numbers of total cases has fallen 
in recent years. As researches from the Cenrcrs for Disease Control point out, “the 
incidence of ciprofloxacin-resistant Cunapylobacfcr infection increase[d] an estimated 46%, 
horn 1.4 infections/100,000 persons during 1997 to 2.0 infections/100,000 persons 
during 2001.“’ 

ACPV has offered no basis for its implicit assertion rhat continued use of 
fluoroquinolones in poultry during judicial review will not conrinuc to promote the 
development and spread of fluoroquinolone-resistant Cam~ylobacta. Even if 
fluoroquinolone-resistance rores in Campy1obactn- is currently falling, the relevant public- 
health question is whether they would faU&tcT if fluoroquinolone use in poultry were 
disconrinucd during rhe judicial review process. Despite ACPV’s reference to “a few 
more monrhs” (ACPV Petition at K?), final resolution could in fact take several years, 
parti&larly if Bayer and its allies continue to exploit every avenue for delay (e.g., 
following a decision by the D.C. Circuir, then seeking rehearing, rehearing en bane, and 
Supreme Court review). Indeed, in mo cases discussed at length by the Commissioner, 
more than three years lapsed between the filing of the appeal in the Court of Appeals and 
issuance of a Supreme Court decision.* 

In sum, consideration of health effects demonsrrates rhar rhe Commissioner should not 
grant a stay pending judicial review. 

‘J-M N&on, RV Twcc, and FJ An@o (ZOOS). Reply to Cox er al J. If f n cc ioau Dhuxe 2005 (191): 1567- 
68. 
’ In Amerkun Tmding, nearly four ycm clapscd between filing an appcsl in the U.S. Coure of Appeals for 
rhe Dtiticr of Columbii and rhe Suprcmc Court’s issuance of irs opinion. Wkidman v. Am. Twcking Arm, 
531 U.S. 457 (US 2001) (af&rming in part and reversing in pm 175 F.Xd 1027 (DC. Ci. 1994)). In 
Donovan, OVCI three yun clapscd bcwecn these rwo cvcnrs. Amtrzian Textile Manuf%ctink~~ns&fe v. 
Donwan, 452 U.S. 490 (1981) (affirming in pan and vacating in part 617 F. 2d 636 (D.C. Cir., 1979)). 
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2. Petitioners Will Not SufEr Irreoarable Harm If the Stav is Nor Granted 

A. Claims of H&m Sy Amekan CO&Z of Podtry VhPrinariunr et n(. Lack Merif. 

ACPV argues that it will suffir irreparable harm because its “mcmbcrs will not be 
able to treat chickens and turkeys in a way rhat is effective.. .” ACPV Petition at 5-6. 
Even assuming far the sake of argumenr that rhere are no effccxive alternatives ro 
enrofloxacin, ACPV fails ro explain how this rcsulrs in either an economic or a non- 
economic loss to its members. ACPV makes no claim that its members have any 
ownership or other diiect financial interest in the flocks in question. Given that 
fhroroquinolones are used in, ar most, only l-296 of broiler flocks and 4% of turkey flocks 
annually (Decision, p. 23), it plainly cannot be said that the viability of the enrirc poultry 
indusrty - and thus of the profession of poultry vcrerinarian - depends on rhe availability 
of fluoroquinoloncs. 

Nor dots ACPV explain how its members would suf&r any non-economic loss. 
ACPV does not &ii that lack of ueatment causes serious pain and suffering in the 
animals beyond rhat ordinarily experienced in commercial poultry operations, or rhar its 
members would themselves suffer gready even if such animd suffering actually occurred, 
or why euthanasia of infected birds would not be an option in that cvenr- these arc, afrer 
all, birds that will 1 rrl b s 10 y e sent to the slaughrerhouse (chickens arc slaughtered around 
age seven weeks,’ and turkeys at age sixteen week& Finally, even ;fACPV members 
experience frustration as a result of their alleged inability to provide “effective” alternative 
treatmenrs, this type of professional frustration hardly rises to rhe level of an irreparable 
harm. 

ACPV next argues that. “many smaller producers” could bc put out of business absent a 
sray. Aside from the fact that these assertions are inconsistenr with the fact that Uaytril. is 
used only is a very slrnall fraction of poultry flocks as nored above, the absence of any 
actual poultry producers from the roster of petitioners seeking a stay undercuts the 
credibility of these claims. Furrhermore, ACPV simply offers condusory allegations 
about economic impacts, perhaps because the Commissioner found rhat that the 
economic evidence in the record was “not sufE.cicntly reliable to be given any weigh?’ 
(Decision at 108).’ 

En&y, ACPV argues that “irreparable harm” will result if a stay is not issued becAuse 
chicken and rurkey producers will have had only “minimal time” to find alternatives to 
Bayrril USC since the Commissioner’s July 242005 decision. But CVM issued the Notice 
of Opportunity for Heating on the proposed withdrawal of approval in October 2r300; the 

’ See l?rm://~l.edu/Fub~bs~roil~(~sr acccsscd on Scprcmbcr 1.2005). 
6 See ~://;lnmu~l.cdu/noul~46.hrm (last accessed on September 1, ZOOS). 
’ In slxiking &i$ evidence as irrelcvanr m WCLI as unrcliablc, the Commissioner noted that ‘FDA is not 
authorized, under dx FIXA, eo weigh economic , . . benefits that the dmg protidcs against a health risk 
to the ~Jdmntc buman consumers of food aam or comaminarcd by treated animals” (Decision p. 120). 
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ALJ issued his Initial Decision upholding CVM in March 2004, and the parties iilcd 
their final papers for the Commissioner.‘s review on July 16,2004 (Decision at 5). If 
poultry producers took no sreps to ready rhemselves to forego fluoroquinolone use during 
the intervening fourteen months since those papers were filed (not to mention the four 
preceding years), they have no one but themselves ro blame- 

Moreover, ACPV a.rgucs that there are no existing alternatives, dismissing the av&bUity 
of sulfa drugs on the ground that their use “poses a serious risk of product residues.” But 
such rcsiducs can be avoided by halting use of the drug the rcquisin period prior ;o 
slaughrer, known as the withdrawal period. Whii the withdrawal period for 
su&limethoxinc in. broilers is three days longer than thar for Baytril this doss not mean 
that sulfadrugs arc unavailable as an alternative to Bay&l though they may bc slightly less 
convenient from a pouluy producer’s standpoint. 

ACPV’s claims about lack of alternatives to Baytril are further undercut by the faa that 
that most major chicken producers have already publicIy stated that they do not USC thcsc 
drugs in chicken produced for human consumption, including Tyson, Gold Kist, Perdue, 
Foster Farms, and Claxton.’ Additionally, major chicken purchasers, including 
McDonald’s, Wcndly’s, Dairy Queen, Burger King, Domino’s, Hardec’s, Popeye’s, 
Subway and Bon Appetit have instructed their suppliers to stop using fluoroquinoloncs in 
chickens they purchasc9 Indeed, McDonald’ s, probably the nation’s largest purchaser of 
poultry meat, does not allow use of fluoroquinolones in chicken produced for 
MeDonald’s.” In written testimony submitted to FDA, McDonald’s Vice-President for 
Worldwide Q t+liq Assurance explained that McDonald’s “belicve[s] the human health 
risks posed by the use of fluoroquinolones in poultry arc serious and supporred by sounds 
science. 3311 

’ See &%Y%V.k&rUnrihint&workin~. w/consumers sratcmcnts. 
1,200s). 

M (last acccsscd on Scprcmbcr 

l See uww.keena~ribindl~w~new/co~urnen sta.tcm&#Drod (lxqe acccsscd on September 
1,2005). 
” See Wtirren Direct Testimony of Kenneth M. Koziol, VP for Worldwide Quality Assurance ar chc 
McDonald’s Corporation (December 9,2002). 
I’ See Wricreea Diiecr Tcs&nony of Kcnncrh M. Koziol, VP for Worldwide Qdcy Aswnnce at the 
McDonald’s Corporation (December 9,X102). 
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B. C/aims of I4mn by t;hc Animal HeaZtb htitute Lack Me&. 

The Animal Health Insrirute (AHI) of&s the curious argument that it will be 
irreparably harmed absent a sray because FDA’s reasoning in banning fluoroquinolones 
for poultry would have the “practical effect” of preventing any future approval of ‘hny 
antibiotic for administration via feed or water (AHI Petition at 2). This argument 
(flawed though it is on many grounds) may indicate why AHI urgently hopes tbar the 
D.C. Circuit will reverse the Commissioner’s decision on appeal, but says nothing at all 
about how AI31 will be harmed iffluoroquinolones cannot bc used during the appeal. As 
such, AHI has failed to of&r any cognizable basis for stcking a stay, and its motion 
should bc denied on that basis alone. 

C. Bayer Cmpr~tion Does Not &JCVZ Make a Claim of heparable In+ y. 

Bayer’s own Petition for Sray does not even purport to claim that it will be irreparably 
harmed absent a stay, rather, ir merely joins in rhc ACPV claims, but those claims do nor 
relare at all to Bayer. In addition, Bayer ‘commits ro keep enrofloxacin on the mvket for 
the approved use if ,the stay is granted” (Bayer petition at 2). As a result, Bayer’s motion 
for sray is inadequate on its face and should be denied. 

3. The Grounds On Which Review 1s Soua Are &.&ckinrr In Merit As T& 
Friv_atows. 

Alrhough ACPV and AHI raise various scientific and legal arguments, each of those 
arguments so plainly lacks merit that it qualifies as frivolous. As an initial matter, ACPV 
states that the Commissioner’s decision is precedent-setting (ACPV Petition at 7); 
though this is indeed rhc case, the real question is whether ACPV identifies any 
nonfrivolous groundis on which to challenge the decision. As describe below, ACPV fails 
to do so. 

ACPV next asserts that FDA failed to define “what ‘safety’ means in the conrexs of a 
bacterium naturally ‘present in the food chain” (ibid.). This is inelevant even if tie, as 
FDA had no obligation or need to do so here, where the question is whether the drug use 
is “nor shown ro be safe.” 

Third, ACPV cites r5e voluminous pleadings filed by Bayer and its allies (ACPV at 81, 
apparently m istaking quantity for quality. The fact that CVM filed lengthy responsive 
pleadings simply reflects the need to rebut Bayer’s voluminous materials. Indeed, both 
the Administrative Law Judge (ALJ) and the C ommissioner suuck as irrelevanr and/or 
unmeritorious substantial portions of Bayer’s materials. Mar&al that were suickcn as 
unreliable included the testimony of Louis &&any Cox Jr., who rhc Commissioner 
found unreliable because of his practice of m isquoting scienrifx literature (Decision, p- 
16-17); evidence on economic impacrs (Decision, p. 108), environmental impacts 
(Decision, ill), atilability of alrcrnativcs (Decision, p. ill), and human health benefirs 
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(Decision, p. 112-119). In short, the fact that Bayer et al. filed many pages says nothing 
about whether they raised meritorious issues, much less that there are nonfrivolous 
grounds for appealing the Commissioner’s decision. 

Fourrh, ACPV argues that &here are significant legal issues raised by the Commissioner’s 
decision, including whether the Commissioner properly interpreted the Food, Drug, and 
Cosrneric Act to prccludc him from considering evidence of human health benefks 
(ACPV petition at 8). ACPV acknowledges that the Commissioner nonetheless 
evaluated the evidence proffered on this poinr and rejectedit (ACPV Petition at 9), 
stating it was “unrcliablc as a matter of science and not probative as a marrcr of law” after 
a seven-page single--spaced discussion (Decision at 1X2-119). Accordkgly, the 
Commissioner’s decision would be reversed on appeal if and only if the reviewing court 
Sot6 rejecrcd his statutory interpretation s&his scientific evaluation- Bayer et al. have a 
heavy burden to bear on both grounds, because the courts normally grant deference both 
to an agency’s construction of the statutes it administers and - to an even greater degree - 
to its scientific judgments. C ommissioner Crawford’s scientifk evaluation in this matter 
is particularly worth,y of deference, as hc himself is a vererinarian who also holds a Ph.D. 
in pharmacology- 

Last, ACPV makes passing references to Bayer’s far-fetched assertions that data 
generated after FDA approved Baytr;l for use in poultry did not constitute “new” data, 
and that individual smdies musr be evaluated in isolation rather than evaluating rhc 
Evidence as a whole (ACPV Petition ar 9). Again, &se grounds arc so substantively 
lacking in merit as to constitute frivolous grounds for appeal, particularly in light of the 
Commissioner’s thorough and persuasive rejtcrion of them in the Decision. 

Finally, AI-II off&s vague speculations thar “the decision may have a ripple effect” that 
would chill fkurc development of additional agricultural drugs (AI31 Petition at 3). But 
this says nothing about whether there are substantive grounds for appeal of the 
Commissioner’s decision (indeed, it is more akin to an element ofirreparable harm, 
though AHI’s bald assertion is far roo speculative ro be persuasive in this regard). 

& Sound F’ublic Pocaoes ort Ba er’s est for a Srax 

ACPV argues that there are three public-policy considerations warranting a stay, but all 
three are variations on a single theme - one that plainly lacks merit. Firsr, ACPV 
expresses the hope that the DC. Circuit will reverse the Commissioner’s legal 
inrcxpretation under which he concluded that he was nor permitted (or, if permitted was 
nor required) ‘co consider the alleged health benefits of fluoroquinolone use, and then 
concludes that such a reversal would “necessirat[cJ a re-review of the matter” (ACPV 
Pedtion as 10). But even if the court dots issue such a reversal., as norcd above the 
Commissioner has alrerrdy completed the very analysis that would be required, explaining 
in derail why rhe pralffered evidence was rejected as “unreliable as a matter of science and 
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not probative as a matter of law” (Decision at 119). In other words, the “rc-review” has 
already happened, though not yielding ACPVs desired result. 

ACFV’s second claim, about the desirability of a reading by the DC Circuit as to the 
staturory interpretation issue, is merely a variation of the fnsr claim. Again, ACPV 
ignores the fact rhat aven ffthe Commissionar’r statute y irzteqmvation is inwulidam? his 
Decision will stand unless the DC Circuit takes the extraordinary step of invalidaring his 
carcfillly reasoned rejection of the evidence of alleged human-health bcncfits. 

ACPV’s rhird argument is, yet again, that the alleged human-health benefits of 
enrofloxacin should be considered. And yet again, ACFV fails to present any convincing 
pohcy argument as to why the Commissioner should sray his Decision, given that he 
rcjtctrd the proffered evidence on those very benefits as unreliable and not probative. 

Indeed, sound poky argues strongly againrt the granting of a stay. This proceeding has 
already lasted nearly five years, due in no small part to the voluminous filings by Bayer tt 
oL, which in turn prompted derailed rebuttals from WM. In his final Decision, the 
Commissioner noted that “Large portions of Bayer’s exceptions [to the ALJ’s initial 
decision] do not cornpIy with [the regulations governing appeal to the Commissioner of 
an ALJ decision] . . . . Additionally, many of Bayer’s exceptions are frivolous or trivial” 
(Decision at 5). 

The Mministrativc Law Judge similarly complained about the sheer volume of Bayer’s 
tings (and the responses they prompted from CVM): 

I hate to cry poor, but I’m prerry much by myself, with an occasional 
assistance f&m a law student in these casts, and I’ve got - does anybody 
have an idea how many thousands and thousands of pages you people have 
given me to ILook at? 

No one wants ro venture a guess? Three thousand proposed 
findings of fact? Three thousand? 

Never in my 30-some years on the bench have I seen 3,000 
proposed findings of facr, and both sides are guilv, 1,500 or more from 
each side. There’s only four or five issues in this case. I know they’re not 
simple issues, but &at’s ridiculous. 

Six hundred pages of replies to motions to strike? A lor of 
repetition.. . .K 

These dilatory racrics used by Bayer et al, should nor be rewarded by issuance of a 
stay at this juncture. 

” Transcript of &wings b&xc ALJ, at 625-27 (May2,2003), ~.eov/ohrmr/dackecs/ 
dailvs/~~~3/0SO90~ dQQ~iL571-~0~~C (lwt accessed, Aug. 23,2005). 
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In sum, rhe petitions $%I to meet any, much less all, of rhe criteria governing 
issuance of a stay. ‘The Commissioner should accordingly deny the stay. 

Rcspectiy subnirred, 

Karen Florini 
Senior Attorney 
Environmental Defknsc 
1875 Connecticur Axe., NW 
Suire 600 
Washington, DC 20009 
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